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Abstract

Objective: To review the evidence on breast-conserving therapy in hereditary breast cancer in the
multigene panel era, and to clarify the practical role of germline results in local treatment decisions.
Methods: Guidelines, systematic reviews, cohort studies, and clinically relevant reports indexed in
PubMed/MEDLINE up to June 2026 were reviewed. The discussion focused on BRCA1, BRCA2,
PALB2, CHEK2, ATM, and TP53. Results: Recent guidelines and cohort studies support a relatively
consistent conclusion. For BRCA1/2 carriers who otherwise meet standard criteria for breast-con-
serving therapy, germline positivity alone should not exclude breast conservation. Overall survival
and breast cancer-specific survival have not shown a clear disadvantage in selected carriers, alt-
hough ipsilateral and contralateral breast events may accumulate with longer follow-up. In clinical
consultation, the difficult issue is not the single question of whether breast conservation is techni-
cally possible. Surgeons also need to explain control of the primary tumor, future new primary can-
cer risk, radiotherapy requirements, imaging surveillance burden, and patient values. Evidence for
PALB2 and CHEK2 remains limited and does not support routine escalation of surgery solely be-
cause of carrier status. Most heterozygous ATM pathogenic-variant carriers can receive indicated
breast radiotherapy. TP53-associated breast cancer requires separate management because stand-
ard breast-conserving therapy usually includes radiotherapy; mastectomy is therefore generally
favored in clinical practice when feasible. Neoadjuvant response and post-neoadjuvant systemic-
treatment options should be integrated with genotype and tumor subtype; response may expand
eligibility for breast conservation but does not erase hereditary second-primary risk or gene-spe-
cific radiotherapy constraints. Conclusion: Germline testing should inform surgical planning, but it
should not replace individualized clinical judgment. Variants of uncertain significance should not
alter local treatment.
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Table 1. Gene-specific implications for breast-conserving therapy
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Table 2. Recent studies relevant to clinical decision-making
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Table 3. Core questions for shared decision-making
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Table 4. Practical risk-communication examples for hereditary breast cancer consultations
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